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EXPRESS MAIL LABEL 
NO: EV 815 584 441US 



iimwatammi 
m i Rm<omm 0 

[iS*JS3 3 ±immmx^amit. mfc^T- £>%>££% 

miit-rz m&rn 1 s fc a 2 MmvmiL 

tf (H S V 1 tk) IfifPSic fc* 

«4:-r«H!*S 1 ~ 5 W-Ttifr 1 ^(cffi^O^L 
[IS*JR 7 ] ffigtgf 1 ~ 6 ©vvr*ijjp 1 igfcgBttoai&l 

[fgBJl<Ot¥;SH&I&fE] 
[000 1] 

co«flSWAK9S*«FS©««!a*fcH:ffll«rtk: 
[0 0 0 2] 

(dds) tpftfna^rffittx swaeaa. fes^t*, @ 

[0 0 0 3] Sfc, ^0#7flHB±tt¥4>#BK::|3^ 

r & ^fflsa^offlg^jSAa^s^or^^e^ tit 
[0 0 0 4] MMicmfc?*mAtzyjm£ lth, c 

ffllt»c£?L*IIW\ it£^£iJftA£-fci:£>7?i£ (il/^h 

[0005] <mp><07?a(ifagT'fes^ m^ni 
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[0 0 0 6] -*f, ft^tt©K^»WiA*tt4: LIB 

IT'^O, Sf>C> in vivoTCDjfifi^A^fi. 

[0 0 0 7] iifittot^ 'J^/IXDN AtS^il 
&?*S#3&#, SfflSrtt^-fyl/X^jKLTae^liA 

3*&igtf&<. fflttfcfcj&ffl-e*, mx$hmi> 100% 
wvmmcimmmc mk-r * ^ * a wowflawn £ *> 

3ieWiUA«nTL*?4:i/^MA*rajl3y*So * 
JBtf**&»Jf^ffl*§|*jec , rpr(iEtt3yfe5fci6 x fust 

[0 0 0 8] 

*s *fgUI3#5fcJ\ iMf^WO 0 1/6 4 9 3 0 

coa^aM axT, mmtimwo o 1 /6 4 9 3 0 j 

WBK^^WA^tifc^^-ytt^^fflv^T, swt 

-rsiBifi^ffiiate, ate?. # ft^* 

I?) &ttHtt&o£glC]»R<. »A-r*fci6<D^Fa*ffi 

[0009] ±fs<o»JUc«***nfc*,© 
[0010] 

[001 1] sn^, *%Wfc^5iggij«, tima^'S:^ 



mfemm ommm AVamtt&s s n x & & gaj -? & s B 
coo 1 2] ±ie m=?fc&ME*m-t%z^j^ni t 

ifzcttfT>2z>o c<D^y/^mt, mmmmx^m 
s-es^ /Mjai*m±t^^v^^M<tLT^ii. mm 

[0 0 13] S£^T, -LKfSS^/ifcmc. ^S^ffl 

co o 1 4] ±8b m&commmm^tm^^ 

?J i: L"Oi. ±&/&RB^ (EGF) ^(DigM®? 

H^, HJXD^lfX FasJa/lU T^tfV. # 
CO 0 1 5] tiE^Qi-SftL^ftilc^Z&ZMMmA 

XEb^5~>*>^^-— tf (HS V 1 tk) Mfc?*^ 

coo 1 6] *mn<Dmmz. &m&mt\,^mmtt 

COO 1 7] #f£BJl2>fe£?77i£fi, *^cD^iJ^rJS-^ 

t s c ^ & z>mmv>femiimT*$>2> 0 

CO 0 1 8] 

(.mm®? % n<D^<Dm^mm^t^-r 
tzmx-rzctic^ix. m^mmm?\cti-r^m 

^T'#S 0 flftWKfi. BSff^^-fjVX (HepatitisB 
VirusrHBV) m,mtmf y/^^nm^m^tl^ 0 
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COO 1 9] c<D«i:-5^:ie^«^Wr^^> 

K^fggtS-ltS^ mz>'^m±. 'bM&Wk±.\cWk* 

co o 2 o] *&mm<E>&. imommmicTK-ttts 
'^m.tm&^tirc'ffimz onm, &mm 1 5 0 n 

Tl/^ (J. Biol. Chem. , Vol.267, No. 3. 1953-1961, 
1992) o C^cfc^^^ti. HBVy/A?;f<tl'5: 

[0 0 2 1 ] C£D.fc^{cag?iffij«!^Pe^fflt/^T^> 

co o 2 2] -7?. m&mmt. mm* k> t>mmmmc 
^Mmmmx^t^TL. mmxitmmL^n^m 

<omt^zL n v-fjix*m^rc?kx\ <> -< )\,?MWk 

# 3 t> OT'fe o fc fc46 fc , * V/^ ^ M^fc |R L Tifflfla 
— (f lc £K>*y> VrHIMm LfcO-TSfc^d ISUB^ft 

ofeo *fe» *>/<^K*»asa3Hs-e-s*&fctt, ig 

Wl't't^SnsAfi^fl&fflflljf tfiSATS C^T% Sf 

mftlcte-oX. /^aD7^;^^S!&^g4iM 
T% iSlfait^aRlHl^t^AMnvitrogenlite.}: OBBSSS 

i^ntf, mmt>mmx'M%.Mm%t,nm-$titc$>;^ 
co o 2 3] *mm<D*>'<i*&tp&j-;m?X'&. w 

(D N A, R N A. ^^K» fcitf^J 



So 

C0024] t-fei^ &^/£B6*;rr3*>^fc 

6 4 9 3 0fcBBS3ftS^te*M^£#fcBffiJJFifc«> 
Y;l/XSStn^*>^RT-£oT&J:<^U IsiBfSa 

iti^snsfcflsoiS^i^v/^i cb swift* 

[0 0 2 5] «tf&Bifc^£tt«JWIH?*£0>tt£ 

£>-tj£/£RH? (EGF) CKSfrlc. -r">*— D^* 

3% h^>x>-*-5yyti5iH^ /3, jfiL/JvKA&JgSB 
H3\ lyxnWify, fasiriflu # 

net*, a^jt-r^^fla, *swi««fcfsi;T»ta 

[0 0 2 6] ^OirfeOCD^W^M^ 
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Q-zti&mfe&Ayanti*. ^jx^dna, r n A&if 

[0 0 2 7] *{*6^{C(i. gElCfg^#^{CJ:t)$8^$n 
fttFRNase 1 (Jinno H, Ueda M, Ozawa S, Iked 
a T, Enomoto K, Psarras K, Kitajima M, Yamada H, S 
enoM Life Sci. 1996:58(21) : 1901-8) SftfiRNa s 
e 3 (B'J^iE C P : eosinophil cationic protein ; Ma 
llorqui-Fernandez G, Pous J, Peracaula R, AymamiJ, 

Maeda T, Tada H, Yamada H, Seno M, de Llorens R, 
Gomis-Ruth FX, CollM; J Mol Biol. 2000 Jul 28:300 
(5): 1297-307.) WiffiSni. 

[0 0 2 8] cn^©^>/^H(±, M&wvttmi, 
e**iswo»M»ft (mm fcrtsar-e-Taaw-s 

[0 0 2 9] =5:43, ±I2^IBS« A^lH £ LT> «*HcT 
IBS l icmti'y/^n&^it^^y/^n^:^— 

JBfflfPJiae? (p 5 31?) ^<Djg}«)H2 

[0 0 3 0] 

[an 
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Pancreatic type Rnases from vertebrates 


RNasa 1 or Bovin« RNase A 


Eosinophil derived neurotoxin 


Eosinophil cation tc protein 


Uvar RNasa (RNase 4) 


Arwiu^erufi 


Bovine terminal RNase ! 


Fro* Rneaea (Onconese etc.) j 




StreptofysJn(StreptococcuB pyogenot) 


Cholesterol binding toxins (Streptococcus. Bacfflus. 
Clostridium. Listeria) 


elnhe-Toxin (Staphylococcus aureus) 


Derts-Toxir (Staphytococcua aureus) and meGttin (Apis 
metlffera) 


Aerotysin (Asromortaa hydrephHa) 


Escherichia cafi hemolysin 




Cholera toxin (vibrio choterm) ! 


HoatHabao enterotoxbia (Escherichia ColD 


Pertussis toxin (BoroetoOa pertussis) 


Exoenxymo C3 (Clostridium botufinum) 


Adenylate cycles* toxin (BordstaUa spj 


Anthrax edema factor (Bacflius anthreob) 




Diphtheria toxin (Corynebacterlum cCphthertae) 


Pseudornonas aeruginosa exotoxin A 


Shiga toxins (Shigella dysentariae serotype I Escherichia 
ColO 


raein (Ricinua convnunb) j 


Ribosome- inactivating proteins 


alpha— Sarctn and related toxins (Asperftilaja) 




C2 toxin (Clostridium botuOnum type C end D) 


Cytotoxic necrotizing factors (Escherichia cofi) 


Enterotoxm A and cytotoxln 8 (C4ostridVim difficile) 


AotA (Listeria monocytogenes) 




losA(ShtirjeOa flexnenij 




Zonula ocetjdens toxin (Vibrio choierae} 




Pyrogen*; exotoxins (superantigens) (Staphylococcus 
aureus and Streptococcus pyogenes) 




Anthrax lethal toxin (Bacillus anthracfs) 




Leukooidtns and gamma lysine (StapWy*o«*"<Gtr3 spj 




Tetanus neurotoxin (Clostridium tetani) 




VAMP-apocmo botuiinum neurotoxine 




Botufinum neurotoxins typo A and E (Clostridium botuiinum) 




Botufinum neurotoxin type 0 (Clostridium botu&num) 




Vacuolating cytotoxin (Heficobacter pvtenO 
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a i corns 




afeho— Scorpion toxins 




beta- Scorpion toxkna 




Excitatory insect selective neurotoxins from scorpion 
venoms 




Depressant Insect selective neurotoxins from scorpion 
venoms 




mtr^onotoxms (Conus gsogi apiius) 




rru-Adtcxina (Agelenoosis sports) 




Anthopleurirr-A. -6, end -C (snemone toxin) 




Anemone toxins (type ID 




Catrtoxins 




Kafiotoxh 




ScyOatoxin (Lsfurus quinqusstriatus hcbraeua) 




Apemin (honey bee Ap)s mefflfera) 




MCD peptide (honey bo* Apis molBfers) 




Chirybdetoxin end iberiotoxfn (Leiurus quinojuestHstus vsr. 
hebrseus end Buthus tsmul us) 




msrgsrrtstus. Centrurotdss noxius. Androctomis 
msurotsnious) 




Dendrotoxins (Dendrosspis species) 




Ses snemone potsudum channel toxins 




Omeffs-Conotoxins (Conus sppO 




Omega-Agstoxins (Agelenopsis sperts) 




Omege-Qrernmotoxin SIA (Qrsmmostota spstulsts Chilean 
pink tsrsntuls) 




Holoiens toxin (Hololens curts) 




PLTXD fPtcctreurya trtstes) 




Cslciseptine (Dendrosspis poMepis) 




Calcidudine (Dendrosspta angusticeps) 




bets-Leptinotsrsin-h 




Tatcatoxrn (Oxyuranus scutelstus scutslatus) 




sJphs*Bunicarotoxin (Burtcarus multieinetus) 




aipho-Cobratoxin (Naja kaouthla) 




Ersbutoxins (LatJcsuda semifssciata) 




Toxin slphs CNsja rtfgrtecltts' ) 




ksppa-Bunesrotoxin (Bungsrus muWcinctus) 




oipha Conotoxins (Conus sppj 




Snake toxins against muscarinic acetylcholine receptors 




Muaeartmo toxin- 1 ""-5, -7, ml -toxin from green msmba 
(DendrosDSis sngusticops) 




Muscarinic toxin-alpha, -bets from black msmsba 
(DendrosDSis poMepfe} 




Helothermine (Heloderms horrfdum horrfdum) 






beta-Bungarotoxin (Bungsrus mu fticinctus) 




Rattlesnake venom neurotoxins: crotoxin" relate d proteins 




Ammodytoxms (Vipers ammodytes ammodytes) 




Notexina (Notechis scutstus scuta tus) 




Toxtiotnxin (Pssudonaja taxtiis textifia) 1 




Tal poxin 




alpha Ltrtrotoxm (black widow Spider) 




sctmjsjttstus} 




'sr dsxin (Psrdschtrus msnnorstus) 




PaK/toxin (Corals of the ft bo. Pafythea} 




Equinatoxtna (Actinia equina 1_ ses anemone) 




Sonant ok Ins (Conus sppj 



coo3i] %rc, £nt><z>mmm\<®iR*±fc<Dtp& 

[0 0 3 2] Jf-LT, CftibcD'Siy/^M^Qj-Sn 
$>2>\<HZmmmW&%:m^T^ invivo&Sl^fiin v 



[0033] *mm<DmMic£z>fem$hmc-o^Ti*. 

5S»*:r-H? (HSVl tk) mm^ZQ-SLttft 
Womm.*^ U £ 5> lctf>>"> u £;Kganeiclovi 
r:CCV)%«^-Lfc»» &ttLrcMBm0>Jzi* 

S5fcl*il8-5, ISJErtiS-S-, &T«4«WSttf 
[0 0 3 4] J^T, J6#LfcBaiiteift-3TiaSff9*^ 
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[0 0 3 5] 

mmmi ixr<omt&isnc^T. h b s a g tit, b 

mfff&V'ffrxmffiim (Hepatitis B virus surface 
Antigen) %7jk-? 0 HBsAgte;, HBVO»^>^ 

tm-c&o, m i (DM&micTKtjioic, hb s a gt 

It, S^>/^K, M#>/^S, L?>/^«(D31 
^$.5o C S 3i^>^^ 

i'Mlt, S^>/^KON*fiS{BiJ{C5 (pre- 
S2 peptide) jW2raL/c*><DT'&§ 0 L*>v<* 
M2>/i?M(DNmffiWlC. 108feL<iil 1 
9Y~ym. (pre-Sl peptide) tfmuLrct>(DT*&&o 
[0 03 6] HBsAg L^>/^ScDPre-S^ (pr 
e-Sl. pre-S2) It, H B V tfiftfflMlClfe&T&mc. * 
n^n«S^SSiJ^rffl^Ci:^»]e>tlTV^o Pre-Sl 

it, RfMMicmm&'&i-zmii.ttn-z. P re-s2t±, 

[0 0 3 7] jt^*fflfl§T-HB s A g -tt§ £ , |B| 
IiJn§ 0 HBsAgCL^^Iii, SH^RflTJg 

[0 0 3 8] lUrFO^mmTlt. HBsAgOL^>/^ 

h b s a gm^(D^m^3^tfmmmnF<Dm.^mmm^irs 

[0 0 3 9] (Hfl&tfijA) m&?m&x.Bmcj:z>H 

B s A g^Opggi 

*fgSJ*g6lC<fcoT$B£-£nfc:J. Biol. Chem. . Vol. 267. 
No. 3, 1953-1961. 1992ffifcCD75"?£tCg-3^T, pGL 

dliip39-rct *un Lrcmfc?mi&z-mm (s a 

ccharorayces Cerevisiae AH22R-1f) ?\ ^figiglteHigh- 
Pi*5cfca : 8S5N-P400'tiT'lg»L, H B s A g L $Z/>^>7 

w&ttwm.n &rc B (i2a~c) feMtft&m m i 

znf&W) Cife^I^ffli^iSfre,, Yeast Protei 
n Extraction Reagent (Pierce Chemical Co. M) ^ffl 
l^T, whole cell extract£r*PiiU F'ris/l'ffiMj- h 

v a-jj? u t * u ^7 5 Whwmm (sds-p 

AGE) *ffl^T»«LT. ffiftfelCtoTKfitiOH 
B s A gO|W)^^Toit„ 

[00 4 0] cnJ:^ HB s Ag(i»?i$5 5 2 k D 
[00 4 1] (glfi&0«B) H B s A giftffcDiSe^H 
( 1 ) ^J&igife8 S5N-P400 Tigg^n^-dae? 



m&z.mm (iS®Q2 6 g) ^buffer kfeffi (7. 5M 
0. 1M Vym-ThVyL., pH7. 2, 15 
mM EDTA, 2mM PMSF, 0. 1% Twee 

nso) loomitiiu t'^xv-xzm^Tv: 

-Ktf-*- (BEAD-BEATER) tCT»«*Jtt»Lfc. © 
±W*ia^»«»cJ:OE|iRLfco (0 2 d) 

(2) ±»*0. 7 5|gg(03 3% (w/w) P 

EG 60 00£:*lt£U 3 0ftWk?%Lfc o ^(D'fe, ft 
fcftffi (7 0 0 0 r pm, 3 0#(ffl) «rfrl/\ ^U-y h 
^IsJlRLfco R^l/yhtt, Tween80^l4^ 
buffer A^«PT'S®fSLfio 

[0 0 4 2] (3) IKL^i^ 10~4 0%©£j 
ffi^AHJfcC s C HCSJIU 2 8 000 rpm, 16 

^iX^>707hg (Western Blotting) 
( 1 a n t i - H B s Agt/^D-t;^ 

I*) £«kDHB s Ag*-&tfH#*HSLfc 0 tEZlc, 

H B s A g«rS*?iH##T w e e n 8 0 &l^buff 

er Kmffi.T*nffil.rc 0 
[0 0 4 3] (4) (3) T-mZtlfrmffiffi. (1 2m 
1) %5~5 0%«O43E**H*fc->a«fc:SJBU 28 

OOOrpm, 1 6HS(ffl©SiB*WfrlB*:fTofco 

(3) tmmic. HB s Ag«^OM»*BI3t 

U H B s A g ^#tfH^S^i: T w e e n 8 0 «^ 
ftfc> 0 0 . 8 5 %<DN a C 1 :Sr#£ybuffer A?g 

ffi.~ZriB.ffi I, fco ( (2) ~ (4) :|H2e) 
(5) (4) fcH«©«fls;fc||»>igU aW»©K»* 

^l/h77-^;l/^- (Ultra Filter) Q2 000 (7 

F^-ry^ttg) *ffl<^TiBiSSU filfflt5«*T4 

tCT^#Lfc 0 (02 f) 

C s C 1 ¥«)i>L^ai^©^xX^V^D«y h (3) © 
HBsAgll 5 2 kDaT'S tfCUtt 

lg«!2. 5 Li*, SH2 6 g«A^, *52 4m 
g(OmmH B s A g*fr?*»fc 0 

[0044] -ii©iii«jas»c*tt*ii»*aKftfes d 

S — P A G E t'^ffi L fco fRS!fi:J:?)&&±*<D 

( 5 ) T*f#<2>*lfcH B s A glfr?* 3 7tt*l 2 BJM-C 
h Lfctt, SDS-PAGE *fT</\ 

[0 0 4 5] ^0*5*. Bm&&<D-7aTT—ete. - 

[0046] ammm c ) ^ttrasmi jsyflauiis! 

H B s A gU"? (HBsAg-Nul 1 i|S^) ©f^« 
H B s A gU^ltk: hfftfmM&mmc&%k?ZC tifiV 

^ZfftfflfMWm&mt, pre-Slfl^© 3fr<b7 7 7 

mmmic^tiri^ctmmLr^^ a e seyec 



I 
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J, Chouteau P, Cannie I, Guguen-Cui 1 louzo C, Gripon 
P., J. Virol. 1999. Mar: 73(3): 2052-7) „ 
CO 0 4 7] CCT'lt HBsAgfi?«tfMM 

B s A g«£F (JWT TH B s A g-N u 1 1 ft 

[0 0 4 8] a0MWA»cSBtt**lfcpG LDLIIP 3 9 

mfc^mW* n^lcldlBINRNotl-^'Y h (gc 
ggccgc) ZWiX-rZfciblc^ ge?U§*§ 1 <D*V 
*f- K tBEBIS* 2 co* U rf 7 * U:*^ K*PCRffly 
^V-tLTUfflLT, QuickChange™ Site-Directe 
d Mutagenesis Kit (Stratagenett) ^ffll^fc P C RS 
5pC L DLIIP 3 9-R c T^7X$ KtCftLTtro 

/Co 

Co 0 4 9) SttWictt, waste DN A#>J^7~ tft 
LTPfu DNA polymerase (Stratagene) P C R 

X-irS^a— Mt. 9 5 °C 3 0 8>lffl<Z>gte, 5 5 °C 1 
(07-- U 6 8 °C 3 0 »KO^SjS% 3 0 0*8 

OJILfco PCRS»*»JK»«DpnI-e«ia 
U *fl§BDH 5 afcJBJHE»U fctSIjinn --fre,^ 

GLDLIIP3 9-RcT/775^ItLfto CW 
T, r p G LDLI1P 3 9-R c T (n u 1 1 ) J 
3) o 

CO 0 5 0] 3ftfifi09AIB<8«O#ftT?, pGLDLIIP3 
9-R c T (n u 1 1 ) ^775 K*»«BftU ^ 
ig%High-PiRtf8S5N-P400"f T'^iU HBsAg-N 
u 1 1 8t?«EHS-&fco 

Co o 5 n ^m^sw (ig*BBte*>e. 7 2^^tt) 

&3jfi£^fi&*.gPSfr?>, YeastProtein Extraction 
Reagent (Pierce ChemicalftSO fcfflVTSteflHSiti 
«*ffHL, SDS-PAG E^ffl<^T#8!U ffi^fe 
3ttflcRS*y*n-^Hrif* (77-3->tt) 
Western^ J: OHBs Ag-Nu 1 1 (Omfe&fr-D 

CO 0 5 2] Ctl<fcOx HBsAg-Nul 1 l&f&rM 
#J4 2 k D aO;5f>^R7?ft4i:i:i<fl6!!i»t4o 

Co 05 3] naawB»cE*o^FffiK(seoT, 
«m&2. 5 L&m<D±mmtt- a&2 6 g ) $53™ 

gCDWHH B s A g-N u 1 1 fi[?*Wfc 0 H B s A g 
©ffi?«ifi©**«ajT*C£#T*SAuszyme II El A 
*y b M±) 5rffl^T, H B s A gtt?& 

tfHBsAg-Nul 1 S JrL^te (H B s A g CO 

C00 5 4] (*SfiWD) ±Mfti? (EGF : E 
pidermal Growth Factor) iSSH B s A gifir? (H B 



sAg-EGFfi?) Ofttll 

CT\ E G FS8«:*afiif 5H B s A gfi?%ff« 

-rtuf, e g F&&tiiZf£m-tz>&i&mctt-?z>^y]%; 
co 05 5] ccfii, mmmcmmcDjjmc£ZHB 

sAg-Nul \1&¥*mcLrc. E G FSHtSSIH B s 
Agi? (HBsAg — EG F&?) <K>ftW&*fc?o 
CO 0 5 6] F-E&JfeE G Ffufgttc DN ARrflr (Bell 
GI, Fong NM, Stempien MM, Wormsted MA, Caput D, K 
u LL, Urdea MS, Rail LB, Sanchez-Pescador R Nuclei 
c Acids Res 1986 Nov 11 : 14(21) :8427-46) ^:MMt L 
T, fiE^jSt hEG F$m (5375/iiSI) *n- 

K-r*ae?wfr* pcRatctusra if*? o me l 

CO 0 5 7] ffl^fe2aSlOP C RT^V-fcJu -fe> 

ffilJtf ffi?lJ#-*§ 4 CD* U n*5 * H T\ Wf5 £ t 5 ' 

*i«flllcl6iJRIB*NotI-9->i" h (gcggccgc) ^tSi^ 

t^lSSt Lytic 

CO 0 5 8] P C R&WB%:7jJci—xm%.mt}T*ftffiL 
fcms IWOcDNA«$tf;<VH Cfil70bp) * 
@lKU TOPO TA Cloning kit (Invitrogen?±) ^ffll/^ 
TpCR2. 1-T0P(K^£ — (Invitrogentt) Ic^fy^u — 

->?Ltt„ m&mpittmwLfcm. mmmmnotix^ 

WL/T, *5l 7 0bpOBWDNAWfM-%leIlRL, pG 
LDLIIP39-RcT (nul 1) £ttlf5BXNotI V 
F^Si^-^fctcOtTaKaRaLigation kit ver.2 (TaKaRa 
t±) Zm^TWrnSGrZlt. ^»«DH5o*«KlESl 
Lfc 0 

CO 0 5 9] «SEPJ#*rte«J: 9»16*Rv\ SALfc 
E G Flfif^H B s A g ite? i: Mfrm K> L 

zm,&Lfc$><D*mmi^ ^xsf^pgldli i 

P39-RcT-EGF tfti&Lfe. 

co o 6 o] nmmA<D?;mcm-3^T, pGLDLII 

P 3 9-R c T-EG F/7X5 K*JB«i»U ^fig 
ig%High-Pi&tf8S5N-P400(pT-Jg»LT. H B s A g - 
E G Ffi^*JJS4*fe. 

co o 6 1 ] feftfumm (mmmi&frz 7 2^mm m 

&^>'MBr?-W^A.MMiP^. YeastProtein Extraction 
Reagent (Pierce Chemical*±§!0;£:ffll^-c\ ®#:fflatU 
»%ff«L. SDS-PACE^ffl^T^SILT. m&MXfK 
jnthEGF'f'J tu—ffrtfitt. (Santa Cruz?±) ^ffl 
V^WesternffitCct OHBsAg — EGF <D\sll£%:'l7 1 

CO 0 6 2] Ctli^, HBsAg-EGFli^IS 
5 0 k DaC9*y/^HT-&3Ci:*ME6fr{C&ofc 0 
CO 0 6 3] HfiSPBtcfB^co^^^oT, lg%2. 
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5 L E±J*<D±sE®{* (&J2 6 g) *?1 3 m g <Dmm 

HBsAg— EG F%L?*mrc 0 H B s A gtD&^Mffjg 
CD2^^f 3C£tfT'#§Auszyine II EIA*-y h C^ - 
h*±) Srffl^T. H B s A g&^fccfct/H B s 
Ag-EGF*a?©SSiaR<t (HB s A gOi&^fkfi^ 

[0 0 6 4] LfctfoT, HBsAg-EGFt?)ti ( H 

B s A gffi : ?£H«fcW&ftTi/-»*ci:a<5*£*ifco 
[0 0 6 5] HBsAg-EGFSfA 
OH S V 1 tkifi{£?<7)£fA (H S V 1 tkififc^S-g- 
LfcHB s Ag-EG FfiffOSBfi) 
#0C, ±IB???£(cj:'?^LfcHB s Ag-EG Fg? 

If (HSV 1 tk) lfiT«JXU'* 
fSH^O^J^ LT©H S V 1 tilfi?*:^ Lfc kH B 
s Ag-EGF&?^©3aLfco 
[0 0 6 6] _h!2H S V 1 tkmtSrfimXt tiitmm 
KTftt, COHSV1 tkai^?*^^-r-5 C £ fc «fc t» 
iJ z/ is 5 d tT ;l/ (ganc i c 1 ov i r : GCV) \C *f L T iSStt (C & 

S^liELoo, «fflBa(i5EM-r^.o <r<D«fc3fc. HS 

=?<D 1 OTfc3 0 
[0 0 6 7] *mmmX*lZ, HBsAg-EGF^ 

'nhsvi tme?*M\-?zrztb, hsvi tkjae 

?£f§^£Invivogen*±gi<D^£— p G T65-h I 

-v'a^iitcfcDHB s AgiK?rt(c«A-r^cii:tcJ: 
ot, HBsAg-EGFttfrttHSVl tkiifi? 
mSnftttf«fffllLft. JittWfctt, H B s A g 
-EG Ftt^OL^y/^KlBt? 5 0 /x gfCttU ± 
ISfSSi^*— i o m gmXLtco £rc£<Dt£. PB 
S^y77-%ffflU il/^Fn#l/-> 3 >'©*tt 
tt, 2 2 0V, 9 5 0 ft FTM mmO^^y h£r{gffl 

[0068] . mmm f ) n hjH¥±^ffi*^«Lfc 

Mc*fT3H S V l tkjlfE?*S#LfcH 



B s A g-E G F«[^K«fe**}|&*S»« 

±IB^S{Ccfc0^i!iLfcH S V 1 tkjgfc^SrS 
tLfcHBsAg-EG Fe?Ot FH¥±^lcWr 

[0 0 6 9] *^lfiS^jT'(i, ^g&lM^LTB^L'T' 
fr^ilALfc? — F77 h G6iK : F344/NJcl-rnu/rn 
ik 14SU : ;*X) ^{IfflLTffl«7-y h*fls«U ?&S! 

fc 0 thlii (tF»4«HuH-7 

OCRB0403) , *s£tf&mimt. ltk. h*mm&%:M 

BSW i D r (ATCC CCL-218) ) #ig»U iI^<D73i£T* 
Jfe»MSLT»fc 1 x 1 oe«flS*. H B B S (Hanks B B 
S ;jfa?f&L) tlSU **«#Lfc„ SBBS^^ao 
^t? Y y&^-t -y^VWttSlOMatrigel (40234C) 

■£-&itmatim& 2 ~ 3 c mgjaco@^{c^§$T^j 

[0 0 7 0] _t8Effl^ y Mc, HSVI tk 

LftH B s A g - E G Fi? 1 0 /i g (C 
OBiHB s Ag-EG FigB 1 (CCr>fe?tt8 0%<D# 
>/<*K, 1 0%£>«*L 1 0%©D>SMftfre>&£) 

^■5"y Mc&fL, iit'&ELtflsZf (alzet osmotic purap;C 
at#^2ML2) Jtm^Tiil/istuMUV (GCV) ^50 
mg/kg/day OSiJ^TS-^ L tc 0 ±K»j&E# > 

fit. g c vtt-3&mwittt>ic±§mffi?v h(D&* 

*§:»j£{tt5£ (figxfigxfil/2) Srf+SLT^o 

©a2*5«fct>*ia3{c^-ro 

[00 7 1] 
[S2] 







GCV^©0«[ 






0 


1 


3 


6 


9 


1 2 


1 6 




A4 3 1 


100 


101 


98 


92 


86 


79 


69 


(%) 


NUE 


100 


101 


106 


111 


116 


125 


131 



[o o 7 2] g.2 3s£z}m3ic^-?£oic, \l vmwM 

ffcfctDBM® (NUE) -etillBfWftiBffifcMBSiSft 
?\ »^*«Ba&6ttfcfro;fe©fc:*tLT\ fc: F-jl¥ 

±^jss*o««ffl^ (a 4 3 1 ) T'&mmwte'mmtf 

WimtStX. HSVI tkiSG^^rS^ LfcHB s Ag- 



[0 0 7 3] Sfc. WS§HSIi:LTx EGF^OtgJiH 
^a^bT^^t/^mifHfiOH B s A g-N u 1 1 ffi.^ 

(±ISHSV1 tkiBG?*a^Ltefe©) *rai;5t- 
K77 htC^LfciiC^., v>^*A(Ciae?A^A* 



3 
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[0 0 7 6] 



[0 0 7 4] CCOi-ptc. *»W»c«Sj|apji:LT©± 
KHSV1 tkjae?*a^LrcHB s Ag-EG F«i 
?fi. fchH¥±K«IB»c»LTffi«>TKi/^1fattfcS» 

[0 0 7 5] 

SEQUENCE LISTING 
<110> Japan Science and Technology Corporation 

<120> Growth factors (or the like) presented protein hollow nano-parti 
cles for therapeutic drug 
<130> P023P02 
<160> 4 

<170> Patentln Ver. 2. 1 
<210> 1 
<211> 39 
<212> DNA 

<213> Artificial Sequence 

<220> Synthesized Oligonucleotide 

<400> 1 

cgacaaggca tgggaggcgg ccgcagccct caggctcag 39 
<210> 2 
<211> 39 
<212> DNA 

<213> Artificial Sequence 

<220> Synthesized Oligonucleotide 

<400> 2 

ctgagcctga gggctgcggc cgcctcccat gccttgtcg 
<210> 3 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> Synthesized Oligonucleotide 
<400> 3 

ggggcggccg catgaactct gattccg 
<210> 4 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> Synthesized Oligonucleotide 
<400> 4 

gggcggccgc cacgcagttc ccaccatttc 

im i ] *ftw<Dnmmicis&2>H b s a gag?®* 
[0 2] *ftw<Dmmmicmtzmte?mi&7Lmm*m 



39 



27 



30 

mmwmT'&z>o (a) jBG?«si*»«of^», 

(b) High-Pi igtfelCtettSJgg, (c) 8 S 5 
N-P 4 0 0ig*tfilC:fctf£ig» x (d) (e) « 

fi^lEi9^»«t, ( f ) H B s A gSfo 

[03] *awfc«aaiaijfe:oi/>T. *»tiiro/c 



ft 



[0 1] 



(11) #512 003-2 8 6 1 

5 RJGMM 1 

6 KJti§ffi«t2 

7 M8I2 

8 M«ii«l^3 

[B3] 




3 Ml 

6 nxaatti 

7 M2 

a omagra 



CH2 3 



<o> (b) <o) 




S.cereviaia* Hgh-PiJSifc 8S6N-P400*ift 



(d) 



(a) 



(f ) 





sua 




HBsAsf&T 
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(51) Int. CI.? wffam 

A 6 1 P 35/00 
// C 0 7 K 14/02 

C 1 2 N 15/09 

azmmm ±m m\ 

miumm\M mnm^itm 2 - 10- 13 
crzifemm sis mm 

*BRJfif35*Hiail4-2 - 1 



F I f-73-K (##) 

C 0 7 K 14/02 

A 6 1 K 37/02 Z N M 
C 1 2 N 15/00 A 

F £ — A(tMf) 4B024 AA01 BA10 BA80 CA04 CA07 

DA02 EA04 FA02 GA11 

4C076 AA12 AA65 BB13 CC27 EE41H 

FF11 FF31 

4C084 AA13 CA18 MA01 MA17 MA38 

MA65 NA13 NA14 ZB262 

4H045 AA30 BA10 BA41 CA02 DA50 

DA86 EA20 FA72 FA74 



